Ontogenesis of oxytocin (OT) and vasopressin (VP) gene expression and function were investigated in murine thymus. OT and VP transcripts were detected in the thymus on embryonic days 13 and 15, respectively. Corresponding messenger RNAs were evidenced in thymic epithelial cells by in situ hybridization with a neurophysin probe. From all OT and VP receptors, only OTR was expressed by all Tcell subsets, while V1bR was found in double positive and single positive CD8 cells. In fetal thymic organ cultures, OTR antagonist d [dTyr(Et) 2 , Thr 4 ]OVT increased early apoptosis of CD8 cells, while V1bR antagonist (Sanofi SSR149415) inhibited T-cell differentiation, and favored CD8 T-cell commitment. D
Introduction
The thymus exerts a fundamental role both in the establishment of T-cell self-tolerance by deletion of selfreactive T cell clones and generation of self-antigen specific CD4 + CD25
+ regulatory T cells, as well as in the development of major histocompatibility complex (MHC)-restricted competent and self-tolerant T cells (thymopoiesis) (Geenen et al., in press ). An important factor leading to T-cell death or development is the density of the natural ligands (peptide/ MHC complexes) expressed in the thymus and presented to pre-T cells (Ashton-Rickardt et al., 1994; Sebzda et al., 1999) . Stochastic recombination of T-cell antigen receptor (TCR) chain genes generates a repertoire of TCR potentially reactive to a wide spectrum of self-antigens. Cells that express a TCR unable to recognize any self-peptide/MHC complexes die by neglect. T-cell clonal deletion results from high-affinity TCR ligation to self-peptide/MHC complexes at high density (negative selection). On the contrary, TCR recognition of self-peptide/MHC complexes at low density, or a high density of low affinity interactions, mediates T-cell positive selection.
Our understanding of thymic physiology highly progressed with the demonstration that thymic stromal cells transcribe a repertoire of neuroendocrine-related and other peripheral tissue antigen-encoding genes (Geenen et al., 1995; Kyewski et al., 2002) . Thymic neuroendocrine precursors play a dual role in T-cell selection according to their processing either as self-antigens for T-cell negative selection, or as accessory ligands for the development of self-tolerant T cells (Martens et al., 1996a) . The repertoire of thymic neuroendocrine precursors expressed is organized in such a way that one dominant member per family is expressed in the thymus. Thymic neuroendocrine selfantigens usually correspond to sequences highly conserved throughout evolution of one given family: oxytocin (OT) vs.
